-43- 



CLAIMS 



1. 



A method for stimulating or increasing appetite in a patient which 



comprises administering to the patient an appetite stimulating or increasing 
effective amount of a compound of the Formula I: 



or a stereoisomeric mixture thereof, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomer thereof, or a 
prodrug of such compound, mixture or isomer thereof, or a pharmaceutical^ 
acceptable salt of the compound, mixture, isomer or prodrug, or a tautomer thereof, 
wherein: 

HET is a heterocyclic moiety selected from the group consisting of 




R 



,1A 




R 





R' 



and 




O 



d is 0, 1 or 2; 



e is 1 or 2; 



f is 0 or 1 ; 
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n and w are 0, 1 or 2, provided that n and w cannot both be 0 at the same time; 
Y 2 is oxygen or sulfur; 

A is a divalent radical, where the left hand side of the radical as shown below is 
connected to C" and the right hand side of the radical as shown below is connected 
5 to C, selected from the group consisting of 

-NR 2 -C(0)-NR 2 -, -NR 2 -S(0) 2 -NR 2 -, -0-C(0)-NR 2 -, -NR 2 -C(0)-0-, -C(0)-NR 2 -C(0)-, 
-C(0)-NR 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-NR 2 -C(O)-, -C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-, 
-S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-O-C(O)-, -C(R 9 R 10 )-O-C(R 9 R 10 )-, 
-NR 2 -C(0)-C(R 9 R 10 )-, -0-C(0)-C(R 9 R 10 )-. -C(R 9 R 10 )-C(O)-NR 2 -, 
10 -C(R 9 R 10 )-C(O)-O-, -C(O)-NR 2 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(0)-0-C(R 9 R 10 )-, 
-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-C(R 9 R 10 )-, -S(O)2-NR 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 
Q -C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -C(O)-, -C(R 9 R 10 )-C(R 9 R 10 )-O-C(O)-, 

jfl -NR 2 -C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -NR 2 -S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 

3 -O-C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-C(O)-NR 2 -, 

W 15 -C(R 9 R 10 )-C(R 9 R 10 )-C(O)-, -C(R 9 R 10 )-NR 2 -C(O)-O-, -C(R 9 R 10 )-O-C(O)-NR 2 , 

P -C(R 9 R 10 )-NR 2 -C(O)-NR 2 -, -NR 2 -C(0)-0-C(R 9 R 10 )-, -NR 2 -C(0)-NR 2 -C(R 9 R 10 )-, 

f -NR 2 -S(0) 2 -NR 2 -C(R 9 R 10 )-, -0-C(0)-NR 2 -C(R 9 R 10 )-, -C(0)-N=C(R 11 )-NR 2 -, 

□ -C(0)-NR 2 -C(R 11 )=N-, -C(R 9 R 10 )-NR 12 -C(R 9 R 10 )-, -NR 12 -C(R 9 R 10 )-, 

f. -NR 12 -C(R 9 R 10 )-C(R 9 R 10 )-, -C(O)-O-C(R 9 R 10 )-C(R 9 R 10 )-, -NR 2 -C(R 11 )=N-C(0)-, 

•3 20 -C(R 9 R 10 )-C(R 9 R 10 )-N(R 12 )-, -C(R 9 R 10 )-NR 12 -, -N=C(R 11 )-NR 2 -C(0)-, 

J -C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -S(O) 2 -,-C(R 9 R 10 )-C(R 9 R 10 )-S(O)2-NR 2 -, 

-C(R 9 R 10 )-C(R 9 R 10 )-C(O)-O-, -C(R 9 R 10 )-S(O) 2 -C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 -, 
-O-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-C(R 9 R 10 )-O-, -C(R 9 R 10 )-C(O)-C(R 9 R 10 )-, 
-C(O)-C(R 9 R 10 )-C(R 9 R 10 )- and -C(R 9 R 10 )-NR 2 -S(O) 2 -NR 2 -; 
25 Q is a covalent bond or CH 2 ; 
W is CH or N; 

X is CR 9 R 10 , C=CH 2 or C=0; 
Y is CR 9 R 10 , O or NR 2 ; 
Z is C=0, C=S or S(0) 2 ; 
30 G 1 is hydrogen, halo, hydroxy, nitro, amino, cyano, phenyl, carboxyl, -CONH 2 , - 
(C 1 -C 4 )alkyl optionally independently substituted with one or more phenyl, one or 
more halogens or one or more hydroxy groups, -(Ci-C 4 )alkoxy optionally 
independently substituted with one or more phenyl, one or more halogens or one 
or more hydroxy groups, -((VOalkylthio, phenoxy, -COO(C 1 -C 4 )alkyl, N,N-di- 
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(Ci-C 4 )alkylamino, -(C 2 -C 6 )alkenyl optionally independently substituted with one or 
more phenyl, one or more halogens or one or more hydroxy groups, -(C 2 - 
C 6 )alkynyl optionally independently substituted with one or more phenyl, one or 
more halogens or one or more hydroxy groups, -(C 3 -C 6 )cycloalkyl optionally 
independently substituted with one or more (C 1 -C 4 )alkyl groups, one or more 
halogens or one or more hydroxy groups, -(d-C^alkylamino carbonyl or di-(Ci- 
C 4 )alkylamino carbonyl; 

G 2 and G 3 are each independently selected from the group consisting of hydrogen, 
halo, hydroxy, -(d-C^alkyi optionally independently substituted with one to three 
halo groups and -(C 1 -C 4 )alkoxy optionally independently substituted with one to 
three halo groups; 

R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 ) r A 1 f 
-(CH 2 ) q N(X 6 )S(0) 2 ^ 

-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A 1 , -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) r A 1 , -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S(0) 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X 6 , -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
-(d-do)alkyl, -(CH 2 ) t -A 1 , -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y^d-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) r A 1 or -(CH 2 ) q -Y 1 -(CH 2 ) r (C 3 -C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (C 1 -C 4 )alkyl, hydroxy, (d-d)alkoxy, carboxyl, -CONH 2 , 
-S(0) m (C 1 -C 6 )alkyl, -C0 2 (Ci-C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 
fluoro groups; 

Y 1 is O, S(0) m , -C(0)NX 6 -, -CH=CH-, -C=C-, -N(X 6 )C(0)-, -C(0)NX 6 -, 
-C(0)0-, -OC(0)N(X 6 )- or -OC(O)-; 
q is 0, 1, 2, 3 or 4; 
t is 0, 1, 2 or 3; 

said (CH 2 ) q group and (CH 2 ) t group in the definition of R 1 are optionally 
independently substituted with hydroxy, (d-d)alkoxy, carboxyl, -CONH 2 , 
-S(0) m (C 1 -C 6 )alkyl, -C0 2 (C 1 -C 4 )alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro 
groups or 1 or 2 (C 1 -C 4 )alkyl groups; 
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R 1A is selected from the group consisting of hydrogen, F, CI, Br, I, (C 1 -C 6 )alkyl, 

phenyl(d-C 3 )alkyl, pyridyl(d-C 3 )alkyl, thiazolyl(d-C 3 )alkyl and thienyl(d-C 3 )alkyl, 

provided that R 1A is not F, CI, Br or I when a heteroatom is vicinal to C"; 

R 2 is hydrogen, (C n -C 8 )alkyl, -(C 0 -C 3 )alkyl-(C 3 -C 8 )cycloalkyl, -(C 1 -C 4 )alkyl-A 1 or A 1 ; 

5 where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 

optionally substituted with hydroxy, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), - 

S(0) m (C 1 -C 6 )alkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1, 2 or 3 independently 

selected halo groups; 

R 3 is selected from the group consisting of A 1 , (Ci-C 10 )alkyl ( -(d-C 6 )alkyl-A 1 , -(d- 

10 C 6 )alkyl-(C 3 -C 7 )cycIoalkyl, -(C 1 -C 5 )alkyl-X 1 -(C 1 -C 5 )alkyl, -(C n -C 5 )alkyl-X 1 -(C 0 - 

C 5 )alkyl-A 1 and -(d-CsJalkyl-X'^d-CsJalkyKCs-CyJcycloalkyl; 

q where the alkyl groups in the definition of R 3 are optionally substituted with 

-S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1, 2, 3, 4 or 5 independently selected halo 

%a groups or 1 , 2 or 3 independently selected -OX 3 groups; 

j£j 15 X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(O)-, -C(0)0- f -CX 2 =CX 2 -, 

M -N(X 2 )C(0)0- t -OC(0)N(X 2 )- or -C=C-; 

R 4 is hydrogen, (d-C 6 )alkyl or (C 3 -C 7 )cycloalkyl, or R 4 is taken together with R 3 and 

□ the carbon atom to which they are attached and form (C5-C 7 )cycloalkyl, (Ca- 

in 

~i C 7 )cycloalkenyl, a partially saturated or fully saturated 4- to 8-membered ring 

'~4 20 having 1 to 4 heteroatoms independently selected from the group consisting of 
fT oxygen, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 

saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
25 and oxygen; 

X 4 is hydrogen or (d-C 6 )alkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a five 
to seven membered ring; 

X 5 X 5a 

R 6 is a bond or is ^ (CH 2 ) a (CH 2 ) b ; 

30 where a and b are each independently 0, 1 , 2 or 3; 

X 5 and X 5a are each independently selected from the group consisting of 
hydrogen, CF 3 , A 1 and optionally substituted (d-C 6 )alkyl; 
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the optionally substituted (d-CeJalkyl in the definition of X 5 and X 5a is 
optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -S(0) m (Ci-C6)alkyl, -C(0)OX 2 , (C 3 - 
C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
5 or the carbon bearing X 5 or X 5a forms one or two alkylene bridges with the 

nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 to 
5 carbon atoms, provided that when one alkylene bridge is formed then only 
one of X 5 or X 5a is on the carbon atom and only one of R 7 or R 8 is on the 
nitrogen atom and further provided that when two alkylene bridges are 
10 formed then X 5 and X 5a cannot be on the carbon atom and R 7 and R 8 cannot 

be on the nitrogen atom; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
su ring, or a partially saturated or fully saturated 4- to 8-membered ring having 

y 15 1 to 4 heteroatoms independently selected from the group consisting of 

tl oxygen, sulfur and nitrogen; 

! P or X 5 is taken together with X 5a and the carbon atom to which they are 

q attached and form a bicyclic ring system consisting of a partially saturated 

k"! or fully saturated 5- or 6-membered ring, optionally having 1 or 2 

%j 20 heteroatoms independently selected from the group consisting of nitrogen, 

P sulfur and oxygen, fused to a partially saturated, fully saturated or fully 

unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and 
oxygen; 

25 Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 

not N-X 2 or O; 

or R 6 is -(CR a R b ) a -E-(CR a R b ) b -, where the -(CR a R b ) a - group is attached to the 
carbonyl carbon of the amide group of the compound of formula I and the - 
(CR a R b ) b group is attached to the terminal nitrogen atom of the compound of 
30 formula I; 

E is -O-, -S-, -CH=CH- or an aromatic moiety selected from 
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4- 



A 




t3r 




said aromatic moiety in the definition of E optionally substituted with up to 

three halo, hydroxy, -N(R C )(R C ), (d-CeJalkyl or (C r C 6 )alkoxy; 

R a and R b are, for each occurrence, independently hydrogen, (d-C 6 )alkyl, 

trifluoromethyl, phenyl or monosubstituted (d-CeJalkyl where the 

substituents are imidazolyl, naphthyl, phenyl, indolyl, p-hydroxyphenyl, 

-OR c , S(0) m R c , C(0)OR c , (C 3 -C 7 )cycloalkyl, -N(R C )(R C ), -C(0)N(R c )(R c ), or 

R a or R b may independently be joined to one or both of R 7 or E (where E is 

other than O, S or -CH=CH-) to form an alkylene bridge between the 

terminal nitrogen and the alkyl portion of the R a or R b and the R 7 or E group, 

wherein the bridge contains 1 to 8 carbon atoms; or R a and R b may be 

joined to one another to form a (C 3 -C 7 )cycloalkyl; 

R c , for each occurrence, is independently hydrogen or (d-C 6 )alkyl; 

a and b are independently 0, 1 , 2 or 3, with the proviso that if E is -O- or 

-S-, b is other than 0 or 1 and with the further proviso that if E is -CH=CH-, b 

is other than 0; 

R 7 and R 8 are each independently hydrogen or optionally substituted (d-C 6 )alkyl; 

where the optionally substituted (C 1 -C 6 )alkyl in the definition of R 7 and R 8 is 
optionally independently substituted with A 1 , -C(0)0-(C 1 -C 6 )alkyl, 
-S(0) m (d-C 6 )aIkyl, 1 to 5 halo groups, 1 to 3 hydroxy groups, 1 to 3 
-O-C(O)(Ci-C 10 )alkyl groups or 1 to 3 (d-C 6 )alkoxy groups; or 

R 7 and R 8 can be taken together to form -(CH 2 )rL-(CH 2 ) r ; 
where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 

R 9 and R 10 are each independently selected from the group consisting of hydrogen, 

fluoro, hydroxy and (d-CsJalkyl optionally independently substituted with 1-5 halo 

groups; 
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R 11 is selected from the group consisting of (d-C 5 )alkyl and phenyl optionally 
substituted with 1-3 substitutents each independently selected from the group 
consisting of (C 1 -C 5 )alkyl t halo and (d-C 5 )alkoxy; 

R 12 is selected from the group consisting of (d-CsJalkylsulfonyl, (d-CsJalkanoyl 
and (d-CsJalkyl where the alkyl portion is optionally independently substituted by 1- 
5 halo groups; 

A 1 for each occurrence is independently selected from the group consisting of (C 5 - 
C 7 )cycloalkenyl, phenyl, a partially saturated, fully saturated or fully unsaturated 4- 
to 8-membered ring optionally having 1 to 4 heteroatoms independently selected 
from the group consisting of oxygen, sulfur and nitrogen and a bicyclic ring system 
consisting of a partially saturated, fully unsaturated or fully saturated 5- or 6- 
membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur and oxygen, fused to a partially saturated, 
fully saturated or fully unsaturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

A- for each occurrence is independently optionally substituted, on one or 
optionally both rings if A 1 is a bicyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (d-C 6 )alkyl, nitro, cyano, benzyl, - 
S(0) m (C 1 -C 6 )alkyl, 1H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S(0) 2 N(X 6 )(X 6 ), 
-N(X 6 )S(0) 2 -phenyl, -N(X 6 )S(0) 2 X 6 , -CONX 11 X 12 , -S(0) 2 NX 11 X 12 , 
-NX 6 S(0) 2 X 12 , -NX 6 CONX 11 X 12 , -NX 6 S(0) 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, 
thiazolyl and tetrazolyl, provided that if A 1 is optionally substituted with 
methylenedioxy then it can only be substituted with one methylenedioxy; 
where X 11 is hydrogen or optionally substituted (d-CeJalkyl; 

the optionally substituted (Ci-C 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, 
(C 1 -C 6 )alkoxycarbonyl, -SfO^d-CeJalkyl, 1 to 5 halo 
groups, 1 to 3 hydroxy groups, 1 to 3 (CVdoJalkanoyloxy 
groups or 1 to 3 (d-CeJalkoxy groups; 
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X is hydrogen, (d-C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, the X 12 group is 
optionally substituted with one to three substituents independently 
selected from the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and 
5 CF 3 ; 

or X 11 and X 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r ; 
L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (d- 
10 C 6 )alkyl or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted 

(d-C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
<aa optionally independently substituted with -S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1 to 5 halo 

\D groups or 1-3 OX 3 groups; 

la X 3 for each occurrence is independently hydrogen or (Ci-C 6 )alkyl; 

UJ 15 X 6 for each occurrence is independently hydrogen, optionally substituted (d- 
j!l C 6 )alkyl, (C 2 -C 6 )halogenated alkyl, optionally substituted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )- 

*C halogenated cycloalkyl, where optionally substituted (d-C 6 )alkyl and optionally 

jU substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently 

mono- or di-substituted with (d-d)alkyl, hydroxy, (d-C 4 )alkoxy, carboxyl, CONH 2 , 
20 -S(0) m (d-C 6 )alkyl, carboxylate (d-d)alkyl ester or 1H-tetrazol-5-yl; or 

when there are two X 6 groups on one atom and both X 6 are independently (d- 
C 6 )alkyl, the two (d-C 6 )alkyl groups may be optionally joined and, together with the 
atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 as a ring member; 
25 X 7 is hydrogen or (d-C 6 )alkyl optionally substituted with hydroxy; 

m for each occurrence is independently 0, 1 or 2; 
with the provisos that: 

1) X 6 and X 12 cannot be hydrogen when attached to C(O) or S(0) 2 in the form 
C(0)X 6 , C(0)X 12 , S(0) 2 X 6 or S(0) 2 X 12 ; and 
30 2) when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 ) r -L-(CH 2 ) r - is 
independently 2 or 3. 

2. A method of claim 1 wherein the compound is of Formula l-A 



-51- 



Y%x(CH 2 ) (N p<CH 2 ) n , N / 



(CH 2 ), 





l-A 



a racemic-diastereomeric mixture or an optical isomer of said compound or a 
pharmaceutically-acceptable salt or a prodrug thereof, or a tautomer thereof, 
wherein 
f is 0; 

n is 0 and w is 2, or n is 1 and w is 1 , or n is 2 and w is 0; 
Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 ),-A 1 , 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) t -A 1 , -(CH 2 ) q N(X 6 )S0 2 X 6 , -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ),-A 1 , 
-(CH 2 ) p N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ),-A 1 , -(CH 2 ) p OX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ),-A 1 , -(CH 2 ) q OC(0)N(X 6 )(CH 2 ) r A 1 ,-(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) t -A 1 , -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X 6 , -(CH 2 ) q S(0) m (CH 2 ) t -A 1 , 
-(d-do)alkyl, -(CH 2 ),-A 1 , -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(d-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ),-A 1 or -(CH 2 ) q -Y 1 -{CH 2 ),-(C 3 -C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (d-d)alkyl, hydroxyl, (C 1 -C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (C 1 -C 6 )alkyl, -C0 2 (C 1 -C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 
fluoro; 

Y 1 is O, S(0) m . -C(0)NX 6 -, -CH=CH-, -C=C-, -N(X 6 )C(0)-, -C(0)0-, 
-OC(0)N(X 6 )- or -OC(O)-; 
q is 0, 1, 2, 3 or 4; 
t is 0, 1, 2 or 3; 

said (CH 2 ) q group and (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-d)alkoxy, carboxyl, -CONH 2 , -S(0) m (C 1 -C 6 )alkyl, 
-C0 2 (C 1 -C 4 )alkyl ester, 1 H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (C,- 
C 4 )alkyl; 

R 2 is hydrogen, (d-C 8 )alkyl, -(C 0 -C 3 )alkyl-(d-d)cycloalkyl, -(d-d)alkyl-A 1 or A 1 ; 
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where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substituted with hydroxyl, -C(0)OX 6 , -0(O)N(X 6 )(X 6 ), 
-N(X 6 )(X 6 ), -S(0) m (C 1 -C 6 )alkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1, 2 or 3 
halogen; 

5 R 3 is A 1 , (d-dojalkyl, -(d-C 6 )alkyl-A 1 , -(C 1 -C 6 )alkyl-(C 3 -C 7 )cycloalkyl I 
-(Ci-C 5 )alkyl-X 1 -(C 1 -C 5 )alkyl, -(C 1 -C 5 )alkyl-X 1 -(Co-C 5 )alkyl-A 1 or 
-(C 1 -C 5 )alkyl-X 1 -(C 1 -C 5 )alkyl-(C3-C 7 )cycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with, 
-S(O) m (Ci-0 6 )alkyl, -C(0)OX 3 , 1, 2, 3, 4 or 5 halogens, or 1, 2 or 3 OX 3 ; 
10 X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or -C=C-; 
R 4 is hydrogen, (Ci-C 6 )alkyl or (C 3 -C 7 )cycloalkyl; 

X 4 is hydrogen or (d-C 6 )alkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a five 



15 to seven membered ring; 



X 5 X 5a 



R 6 is a bond or is ^ (CH 2 ) a (CH 2 ) b ; 

where a and b are independently 0, 1 , 2 or 3; 

X 5 and X 5a are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (d-C 6 )alkyl; 
20 the optionally substituted (d-C 6 )alky1 in the definition of X 5 and X 53 is 

optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -S(0) m (d-C 6 )alkyl, -C(0)OX 2 , 
(C 3 -C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
R 7 and R 8 are independently hydrogen or optionally substituted (d-C 6 )alkyl; 
25 where the optionally substituted (d-C 6 )alkyl in the definition of R 7 and R 8 is 

optionally independently substituted with A 1 , -C(0)0-(d-C 6 )alkyl, 
-8(0^(0^06)3^^, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(d- 
C 10 )alkyl or 1 to 3 (d-C 6 )alkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 )r-L-(CH2)r-; 
30 where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 

A 1 in the definition of R 1 is a partially saturated, fully saturated or fully unsaturated 
4- to 8-membered ring optionally having 1 to 4 heteroatoms independently selected 
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from the group consisting of oxygen, sulfur and nitrogen, a bicyclic ring system 
consisting of a partially saturated, fully unsaturated or fully saturated 5- or 6- 
mernbered ring, having 1 to 4 heteroatoms independently selected from the group 
consisting of nitrogen, sulfur and oxygen, fused to a partially saturated, fully 
5 saturated or fully unsaturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

A 1 in the definition of R 2 f R 3 , R 6 , R 7 and R 8 is independently (C 5 -C 7 )cycloalkenyl, 
phenyl or a partially saturated, fully saturated or fully unsaturated 4- to 8- 

10 membered ring optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen, a bicyclic ring system 
consisting of a partially saturated, fully unsaturated or fully saturated 5- or 6- 
membered ring, optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur and oxygen, fused to a partially saturated, 

15 fully saturated or fully unsaturated 5- or 6- membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a bicyclic ring system, with up to three 
20 substituents, each substituent independently selected from the group 

consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (d-CeJalkyl, nitro, cyano, benzyl, 
-S(0) m (C 1 -C 6 )alkyl, 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 
25 -N(X 6 )S0 2 -phenyl, -N(X 6 )S0 2 X 6 , -CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 

-NX 6 CONX 11 X 12 , -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl or 
tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 
then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (Ci-C 6 )alkyl; 
30 the optionally substituted (Cn-CeJalkyl defined for X 11 is 

optionally independently substituted with phenyl, phenoxy, 
(d-CeJalkoxycarbonyl, -S(0) m (C 1 -C 6 )alkyl 1 to 5 halogens, 1 
to 3 hydroxy, 1 to 3 (C 1 -C 10 )alkanoyloxy or 1 to 3 ((V 
C 6 )alkoxy; 
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X « hydrogen, (C.-C.Jalkyl. phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
subst.t U ted with one to three substituents independently selected 
^ from the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 

or X 11 and X 12 are taken together to form -(CH 2 ) r -L 1 -(CH 2 ) r ; 
where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1, 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted ( Cl - 
Chalky., or optionaHy substituted (C 3 -C 7 )cyc.oal k y,, where the optionally substituted 
(Chalky, and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with *(OWC,-C.)alkyl, -C(0)OX 3 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (CVQOalkyl- 
X* is independently hydrogen, optionally substituted (C.C^a.kyl, (C 2 - 
C 6 halogenated a.kyl, optionally substituted (C 3 -C 7 )cyc.oa.kyl, (C 3 -C 7 )- 
ha.ogenatedcyc.oa.kyl, where optionally substituted (Chalky, and optionally 
substituted (C 3 -C 7 )cyc.oa.ky, in the definition of X* is optionally independently 
substituted by 1 or 2 (C^alkyl, hydroxy., (C.-C^a.koxy, carboxyl, CONH 2 - 
S(0) [n (C 1 -C 6 )alkyl, carboxylate (C.-C^alkyl ester, or 1 H-tetrazol-5-y|- or 
20 when there are two * groups on one atom and both * are independently (C, 
C 6 )alkyl, the two (CVC^a.ky. groups may be optionally Joined and, together with the 
atom to which the two X° groups are attached, form a 4- to 9- membered nng 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (C.-QOalkyl optionally substituted with hydroxy!; and 
-5 m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

CroTx' TtcZT be 6 Mr09en When « iS attaCh6d t0 <*» - SQ 2 in the form 
C(0)X , C(0)X 12 , S0 2 X 6 or S0 2 X 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 ) r -L-(CH 2 ) - is 
0 independently 2 or 3. 

3. A method of claim 2 wherein the compound is 2-amino-N-(2-(3a-(R)- 

benzyl-2-m e thyl-3-oxo-2,3,3a,4,6,7-he X ahydro-pyrazolo- t 4,3-c]pyridin-5-yl)-1-(R)- 
be n zyloxymethyl-2-oxo-ethyl)-i SO butyramide, a prodrug thereof or a 
pharmaceutical^ acceptable salt of said compound or said prodrug 
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4. A method of claim 3 wherein the compound is 2-amino-N-[2-(3a-(R)- 
benzyl^-methyl-S-oxo^.S^a^^J-hexahydro-pyrazolo^.S-clpyridin-S-yO-I^R)- 
benzyloxymethyl-2-oxo-ethyl]-isobutyramide, L-tartrate. 

5. A method of claim 2 wherein the compound is 2-amino-N-(1-(R)- 
5 (2,4-difluoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3a-(R)-pyridin-2-yImethyl-2-(2 I 2,2- 

trifluoro-ethyl^^^a^^J-hexahydro-pyrazolo-^.S-clpyridin-S-yO-ethyO^-methyl- 
propionamide, a prodrug thereof or a pharmaceutical^ acceptable salt of said 
compound or said prodrug. 

6. A method of claim 5 wherein the compound is the (L)-(+)-tartaric 

1 0 acid salt of 2-amino-N-(1 -(R)-(2,4-difluoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3a-(R)- 
pyridin-2-ylmethyl-2-(2,2,2-trifluoro-ethyl)-2 ) 3,3a,4 t 6,7-hexahydro-pyra2olo-[4,3- 
c]pyridin-5-yl)-ethyl)-2-methyl-propionamide. 

7. A method of claim 1 wherein the compound is 2-amino-N-{1(R)- 
benzyloxymethyl-2-[1,3-dioxo-8a(S)-pyridin-2-ylmethyl-2-(2,2,2-trifluoro-ethyl)- 

1 5 hexahydro-imidazo[1 ,5-a]pyrazin-7-yl]-2-oxo-ethyl}-2-methyl-propionamide, a 
prodrug thereof or a pharmaceutical^ acceptable salt of said compound or said 
prodrug. 

8. A method of claim 7 wherein the compound is the (L)-(+)-tartaric 
acid salt of 2-amino-N-(1(R)-benzyloxymethyl-2-(1,3-dioxo-8a(S)-pyridin-2-ylmethyl- 

20 2-(2,2,2-trifluoro-ethyl)-hexahydro-imidazo[1,5-a]pyrazin-7-yl)-2-oxo-ethyl)-2- 
methyl-propionamide. 

9. A method of claim 1 wherein the patient is a human. 

10. A method of claim 9 wherein the human is elderly, acutely ill, 
chronically ill, immunocompromised, immunosuppressed, receiving cancer 

25 chemotherapy or has anorexia nervosa. 

11. A method of claim 1 which further comprises administering a 
recombinant growth hormone or a growth hormone secretagogue selected from the 
group consisting of GHRP-6, GHRP-1, GHRP-2, hexarelin, growth hormone 
releasing factor, an analog of growth hormone releasing factor, IGF-I and IGF-II. 

30 12. A method of claim 1 which further comprises administering an 

antidepressant, a prodrug thereof or a pharmaceutical^ acceptable salt of said 
antidepressant or said prodrug. 

13. A method of claim 12 wierein said antidepressant is a 
norepinephrine reuptake inhibitor (NER11 selective serotonin reuptake inhibitor 
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(SSRI), monoamine oxidase inhibitor (MAO), combined NERI/SSRI, or an atypical 
antidepressant, a prodrug of said antidepressant or a pharmaceutical^ acceptable 
salt of said antidepressant or said prodrug. 

14. A method of claimVl 3 wherein said antidepressant is a selective 
5 serotonin reuptake inhibitor (SSRl\ a prodrug thereof or a pharmaceutical^ 

acceptable salt of said SSRI or saictarodrug. 

15. A method of claim 14 wherein said SSRI is citalopram, fernoxetine, 
fluoxetine, fluvoxamine, indalpine, indeloxazine, milnacipran, paroxetine, sertraline, 
sibutramine or zimeldine, a prodrug of said SSRI or a pharmaceutical^ acceptable 

10 salt of said SSRI or said prodrug. 

16. A method of claim 15 wherein said SSRI is sertraline, a prodrug 
thereof or a pharmaceutically acceptable salt of sertraline or said prodrug. 

17. A method of claim 1 which further comprises administering an 
antiemetic agent, a prodrug thereof or a pharmaceutically acceptable salt of said 

15 antiemetic or said prodrug. 

18. A method of claim 17 wherein the antiemetic agent is meclizine 
hydrochloride, prochlorperazine, promethazine, trimethobenzamide hydrochloride 
or ondansetron hydrochloride. 

19. A method of claim 1 which further comprises administering an 

20 antipsychotic agent, a prodrug thereof or a pharmaceutically acceptable salt of said 
antipsychotic agent or said prodrug. 

20. A method of claim 19 wherein the antipsychotic agent is 
chlorpromazine, haloperidol, clozapine, loxapine, molindone hydrochloride, 
thiothixene, olanzapine, ziprasidone, ziprasidone hydrochloride, prochlorperazine, 

25 perphenazine, trifluoperazine hydrochloride or risperidone. 

21. A method for treating aiV&ating disorder in a patient which 
comprises administering tope patienyan\eating dis^der treating effective amount 
of a compound of the Formula I: 
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t 



or a stereoisomer^ hiixture thereof, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomer thereof, or a 
prodrug of such co mpound, mixture or isomer thereof, or a pharmaceutical^ 
acceptable salt of tho compound, mixture, isomer or prodrug, or a tautomer thereof, 
wherein: 

HET is a heterocyclic^ moiety selected from the group consisting of 

1A 



W| (CH 2 ) d 





d is 0, 1 or 2; 
e is 1 or 2; 
f is 0 or 1 ; 

n and w are 0, 1 or 2, provided that n and w cannot both be 0 at the same time; 
Y 2 is oxygen or sulfur; 

A is a divalent radical, wrtere the left hand side of the radical as shown below is 
connected to C" and the right hand side of the radical as shown below is connected 
to C\ selected from the group consisting of 



-NR 2 -C(0)-NR 2 -, -NR 2 -S(OJ 2 -NR 2 - 



-0-C(0)-NR 2 -, -NR 2 -C(0)-0-, -C(0)-NR 2 -C(0)-, 



C(0)-NR*-C(R y R 1u )-, -C(R^ 1U )-NR*-C(0)-, -C(R 9 R 10 )-C(R y R lu )-C(R y R lu )-, 



,9 D 10\ 



S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 4C(R 9 R 10 )-O-C(O)-, -C(R y R lu )-0-C(R y R lu )-, 



9r->10\ 



3 9 n 10\ 



-NR*-C(0)-C(R 9 R 10 )-, -0-C((t>)-C(R y R lu )-, -C(R y R lu )-C(0)-NR*-, 



9r>10\ 



5 9 D 10\ 
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m 



O 



10 



15 



20 



25 



30 



-C(R 9 R 10 )-C(O)-O-, -C(0)-NR 2 - 



R 9 R 10 )-C(R a R lu )-, -C(0)-0-C(R"R lu )-, 



>9|->10 



9r-i10\ 



-C(R 9 R 10 )-C(R a R ,0 )-C(R a R 10 )-C(R|R lu )-, -S(0) 2 -NR*-C(R a R lu )-C(R a R 10 )- 
-C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -C(O)-, -ql(R 9 R 10 )-C(R 9 R 10 )-O-C(O)-, 
-NR 2 -C(O)-C(R 9 R 10 )-C(R 9 R 10 )-, 



2 S(O) 2 -C(R 9 R 10 )-C(R 9 R 10 )-, 



5 -O-C(O)-C(R 9 R 10 )-C(R a R lu )-, -C(RrR 1u )-C(R a R lu )-C(0)-NR*-, 



1 9r->10 



10\ 



■,9r-,10\ 



-C(R 9 R ,0 )-C(R 9 R 10 )-C(O)-, -C(R a Rri)-NR"-C(0)-0-, -C(R a R lu )-0-C(0)-NR", 
-C(R 9 R 10 )-NR 2 -C(O)-NR 2 -, -NR 2 -C(0)-0-C(R 9 R 10 )-. -NR 2 -C(0)-NR 2 -C(R 9 R 10 )-, 
-NR 2 -S(0) 2 -NR 2 -C(R 9 R 10 )-, -0-C(0)W 2 -C(R 9 R 10 )-. -C{0)-N=C(R 11 )-NR 2 -, 
-C(0)-NR 2 -C(R 11 )=N-, -C(R 9 R 10 )-NR 1 f-C(R 9 R 10 )-, -NR 12 -C(R 9 R 10 )-, 

, -NR 2 -C(R 11 )=N-C(0)-, 
NR 2 -C(0)-, 



NR 12 -C(R a R lo )-C(R a R 1u )-, -C(0)-0 



)9r-,10 



9r->10\ 



C(R 9 R 10 )-C(R a R lu )-N(R'>, -C(R"R IU J-NR"-, -N= 



,9n10 



,12 



9|->10l 



(R 9 R 10 )-C(R 9 R' 

j12 



-C(R 9 R 10 )-C(R 9 R 10 )-NR 2 -S(O) 2 -, -C(Rl 



,10\ 



)-c(r 9 r 1 />s(0) 2 -nr 2 -, 



C(R 9 R 10 )-C(R a R lu )-C(O)-O-, -C(R a R 1 1)-S(0) 2 -Ci 



->9r->10 



9r->1d 



R 10 )-O-, 




<^C(R 9 R 10 )-C(R 9 R 10 )-S(O) 2 - l 
0 )-C(O)-C(R 9 R 10 )-, 




-O-C(R 9 R 10 )-C(R 9 R 10 )-, -C(R 9 R 10 )-C(F 
-C(O)-C(R 9 R 10 )-C(R 9 R 10 )- and -C(R 9 R\ ) )-NR 2 
Q is a covalent bond or CH 2 ; 
W is CH or N; 

X is CR 9 R 10 , C=CH 2 or C=0; 
Y is CR 9 R 10 , O or NR 2 ; 
Z is C=0, C=S or S(0) 2 ; 
G 1 is hydrogen, halo, hydroxy, nitro, amiAo, cyano, phenyl, carboxyi, -CONH 2 , -(d- 
C 4 )alkyl optionally independently substituted with one or more phenyl, one or more 
halogens or one or more hydroxy groups, -(d-C 4 )alkoxy optionally independently 
substituted with one or more phenyl, one Ar more halogens or one or more hydroxy 
groups, -(C 1 -C 4 )alkylthio, phenoxy, -Cod(Ci-C 4 )alkyl, N,NHji-(d-d)alkylamino, - 
(C 2 -C 6 )alkenyl optionally independently substituted with one or more phenyl, one or 
more halogens or one or more hydroxy groups, -(C 2 -C 6 )alkynyl optionally 
independently substituted with one or morelphenyl, one or more halogens or one or 
more hydroxy groups, -(C 3 -C 6 )cycloalkyl optionally independently substituted with 
one or more (C 1 -C 4 )alkyl groups, one or rrlore halogens or one or more hydroxy 
groups, -(d-d)alkylamino carbonyl or di-(CJ-C 4 )alkylamino carbonyl; 
G 2 and G 3 are each independently selected from the group consisting of hydrogen, 
halo, hydroxy, -(d-d)alkyl optionally independently substituted with one to three 
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halo groups and -(Ci-C^alkoxy optionally independently substituted with one to 
three halo groups; 

R 1 is hydrogen, -CN, -(CHkN(X 6 )C(0)X 6 , -(CH 2 ) p N(X 6 )C(0)(CH 2 ) t -A 1 , 
-(CH 2 ) q N(X 6 )S(0) 2 (CH 2 ) t -A 1 ,V(CH 2 ) q N(X 6 )S(0)2X 6 ,-(CH 2 ) p N(X 6 )C(0)N(X 6 )(CH 2 ) t -A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), lcH 2 ) q C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) t -A 1 , 

0(CH 2 ),-A 1 , -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 
) q OC(0)N(X 6 )(CH 2 ) t -A 1 ,-(CH 2 ) q OC(0)N(X 6 )(X 6 ), 



-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0 



, -CH=CH-, 
or -OC(O) 



N(X 6 )C(0)-, -C(0)NX 6 - 



-(CH 2 ) q OC(0)(CH 2 ),-A 1 , -(CH : 

-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(dH 2 ) r A 1 , -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S(0) 2 N(X 6 )(X 6 ), - ;CH 2 ) q S(0) m X 6 , -(CH 2 ) q S(0) m (CH 2 ) t -A 1 , 
-(d-C 10 )alkyl, -(CH 2 ),-A 1 , -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(C 1 -C 6 )alkyl, 
-(CH^q-Y'^CHzVA 1 or -(CH 2 )I-Y 1 -(CH 2 ),-(C 3 -C 7 )cycloalkyl; 

where the alkyl and clcloalkyl groups in the definition of R 1 are optionally 
substituted with (d-cialkyl, hydroxwf ;cYc 4 )alkoxy, carboxyl, -CONH 2> 
-S(0) m (C 1 -C 6 )alkyl, -Cp 2 (d-C 4 )al$| este^, 1 hJ?tetrazol-5-yl or 1, 2 or 3 
fluoro groups; 
Y 1 is O, S(0) m , -C(0)N^' 
-C(0)0-, -OC(0)N(X 6 ) 
q is 0, 1, 2, 3 or 4; 
t is 0, 1, 2 or 3; 

said (CH 2 ) q . group and (CH 2 ) t group in the definition of R 1 are optionally 
independently substitute d with hydroxy, (d-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (C 1 -C 6 )alkyl, -CO >(Ci-C 4 )alkyl ester, 1 H-tetrazol-5-yl, 1, 2 or 3 fluoro 
groups or 1 or 2 (Ci-C 4 )«[lkyl groups; 
R 1A is selected from the group! consisting of hydrogen, F, CI, Br, I, (C 1 -C 6 )alkyl, 
phenyKC^CaJalkyl, pyridyl(C,-cl)alkyl, thiazolyKCTCaJalkyl and thienyl(Ci-C 3 )alkyl, 
provided that R 1A is not F, CI, Br pr I when a heteroatom is vicinal to C"; 

C 3 )alkyl-(C 3 -C 8 )cycloalkyl, -(d-C 4 )alkyl-A 1 or A 1 ; 
d the cycloalkyl groups in the definition of R 2 are 
hydroxy, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), - 
-C(0)(X 6 ), CF 3 , CN or 1 , 2 or 3 independently 




R 2 is hydrogen, (d-C 8 )alkyl, -(C 0 



where the alkyl groups ar 
optionally substituted with 
S(0) m (d-C 6 )alkyl, -C(0)Aj 



selected halo groups; 
R 3 is selected from the group consisting of A 1 , (d-C 10 )alkyl, -(d-C 6 )alkyl-A 1 , ~{C r 
C 6 )alkyl-(C 3 -C 7 )cycloalkyl, -(d'-CsJalkyl-X'-td-CsJalkyI, -(d-C 5 )alkyl-X 1 -(C 0 - 
C 5 )alkyl-A 1 and -(C 1 -C 5 )alkyl-X 1 -(c|-C 5 )alkyl-(C3-C7)cycloalkyl; 
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where the alkyl groups in the definition of R are optionally substituted with 
-SfO^C-rCeJalkyl, -C(0)0>1 3 , 1, 2, 3, 4 or 5 independently selected halo 
groups or 1 , 2 or 3 independently selected -OX 3 groups; 
X 1 is O, S(0) m , -N(X 2 )C(0)-, lc(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 
-N(X 2 )C(0)0-, -OC(0)N(X 2 )- Lr -C^C-; 
R 4 is hydrogen, (d-CeJalkyl or (C 3 -C 7 Dcycloalkyl, or R 4 is taken together with R 3 and 
the carbon atom to which they ark attached and form (C 5 -C 7 )cycloalkyl, (C 5 - 



C 7 )cycloalkenyl, a partially saturatec 



having 1 to 4 heteroatoms independently selected from the group consisting of 



oxygen, sulfur and nitrogen, or is a 



or fully saturated 4- to 8-membered ring 



)icyclic ring system consisting of a partially 



saturated or fully saturated 5- or 6-m jmbered ring, fused to a partially saturated, 



fully unsaturated or fully saturated 5- (kr 6-member 
heteroatoms independently selected fnom the gn 
and oxygen; j 
X 4 is hydrogen or (Ci-C 6 )alkyl or X 4 is taken togeth 1 
to which X 4 is attached and the carbon atom to whi 
to seven membered ring; \ 



(CH 2 ) a ^ C " 



ig, optionally having 1 to 4 
isisting of nitrogen, sulfur 

4 and the nitrogen atom 
attached aod"form a five 



R is a bond or is 




(CH 2 )tT 

where a and b are each independently 0, 1 , 
X 5 and X 53 are each independent selected from the group. consisting of 
hydrogen, CF 3 , A 1 and optionally substituted (d-C 6 )alkyl; 



the optionally substituted ( 
optionally substituted with 
consisting of A 1 , OX 
C 7 )cycloalkyl, -N(X 2 )(X 2 ) ar 



: 1 -C 6 )alkyl in the definition of X 5 and X 53 is 
a substituent selected from the group 
-StOUd-QOalkyl, -C(0)OX 2 , (C 3 - 
-C(0)N(X 2 )(X 2 ); 



or the carbon bearing X 5 or X 5a fohms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wjierein each alkylene bridge contains 1 to 
5 carbon atoms, provided that when one alkylene bridge is formed then only 
one of X 5 or X 5a is on the carbon atom and only one of R 7 or R 8 is on the 
nitrogen atom and further provided that when two alkylene bridges are 
formed then X 5 and X 5a cannot be on the carbon atom and R 7 and R 8 cannot 



be on the nitrogen atom; 
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or X 5 is taken together with Xf a and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fOlly saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independency selected from the group consisting of 
oxygen, sulfur and nitrogen; 



10 



or X is taken together with X and the carbon atom to which they are 
attached and form a bicyclic ring avstem consisting of a partially saturated 
or fully saturated 5- or 6-memSered ring, optionally having 1 or 2 
heteroatoms independently selected from the group consisting of nitrogen, 
sulfur and oxygen, fused to a parjtially saturated, fully saturated or fully 



15 



20 



unsaturated 5- or 6-membered ring 
independently selected from the grDup consi 
oxygen; 

Z 1 is a bond, O or N-X 2 , provided t lat wh 

not N-X 2 or O; 
or R 6 is -(CR a R b ) a -E-(CR a R b ) b -, where the -(CR a R b )| 
carbonyl carbon of the amide group of the om 
(CR a R b ) b group is attached to the terminal n(tro< 
formula I; 

E is -O-, -S-, -CH=CH- or an aromati 



optionally having 1 to 4 heteroatoms 
of nitrogen, sulfur and 






25 



said aromatic moiety in the definition 
three halo, hydroxy, -N(R C )(R C ), (C,-C 
R a and R b are, for each occurrence, ir 

trifluoromethyl, phenyl or monosubstitpted (d-CeJalkyl where the 
substituents are imidazolyl, naphthyl, 



b are both 0 then Z is 



attached to the 
la I and the - 
compound of 



N 
H 



of E optionally substituted with up to 
)alkyl or (d-CeJalkoxy; 
dependency hydrogen, (Ci-C 6 )alkyl, 



henyl, indolyl, p-hydroxyphenyl, 
-OR c , S(0) m R c , C(0)OR c , (C 3 -C 7 )cyclc|alkyl, -N(R C )(R C ), -C(0)N(R c )(R c ), or 
R a or R b may independently be joined to one or both of R 7 or E (where E is 
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other than O, S or -CIH=CH-) to form an alkylene bridge between the 
terminal nitrogen and the alkyl portion of the R a or R b and the R 7 or E group, 
wherein the bridge comtains 1 to 8 carbon atoms; or R a and R b may be 
joined to one another tp form a (C 3 -C 7 )cycloalkyl; 
R c , for each occurrence^ is independently hydrogen or (C 1 -C 6 )alkyl; 
a and b are independently 0, 1 , 2 or 3, with the proviso that if E is -O- or 
-S-, b is other than 0 or jj and with the further proviso that if E is -CH=CH-, b 
is other than 0; 

R 7 and R 8 are each independently hydrogen or optionally substituted (d-C 6 )alkyl; 

where the optionally substituted (d-Ce)alkyl in the definition of R 7 and R 8 is 
optionally independently Substituted with A 1 f -C(0)0-(C 1 -C 6 )alkyl, 

halo groups, 1 tg^ hydroxy groups, 1 to 3 

alkoxy groups; or 
to form -(CH^ r -L-(qH 2 ) r ; 
m or N(X 2 ); 
y selected ftom th 



-S(0) m (d-C 6 )alkyl, 1 to 5 
-O-C(O)(Ci-C 10 )alkyl groups or 1 to 3 (C 
R 7 and R 8 can be taken together 
where Lis C(X 2 )(X 2 ), 8(0), 



R 9 and R 10 are each independen 



optionally in 




nsisting of hydrogen, 
substituted with 1-5 halo 



fluoro, hydroxy and (d-C 5 )alkyl 
groups; 

R 11 is selected from the group consisting Sf (d-CJ)alkyl and phenyl optionally 
substituted with 1-3 substitutenis each independent^ selected from the group 
consisting of (d-d)alkyl, halo an i (d-C 5 )alkcffe<y; 

R 12 is selected from the group consisting of (d-C 5 )alkylsulfonyl, (d-C 5 )alkanoyl 
and (d-C 5 )alkyl where the alkyl portion is optionally independently substituted by 1- 
5 halo groups; 

A 1 for each occurrence is independently selected from the group consisting of (C 5 - 
C 7 )cycloalkenyl, phenyl, a partialis saturated, fully saturated or fully unsaturated 4- 
to 8-membered ring optionally having 1 to 4 heteroatoms independently selected 
from the group consisting of oxygen, sulfur and nitrogen and a bicyclic ring system 
consisting of a partially saturated! fully unsaturated or fully saturated 5- or 6- 
membered ring, optionally having 1\to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur and oxygen, fused to a partially saturated, 
fully saturated or fully unsaturated 5i or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected\from the group consisting of nitrogen, sulfur 
and oxygen; 
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1 t 
A for each occurrence is ^independently optionally substituted, on one or 

optionally both rings if A 1 i is a bicyclic ring system, with up to three 

substituents, each substituent independently selected from the group 

consisting of F, CI, Br, I, oJf 3 , OCF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 

-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , 1 oxo, (d-C 6 )alkyl, nitro, cyano, benzyl, - 

S(0) m (C 1 -C 6 )alkyl, 1H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 



halophenyl, methylenedioxy, 



N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S(0) 2 N(X 6 )(X 6 ), 



-N(X b )S(0) 2 -phenyl, -N(X t> )S(q) 2 X D 1 -CONX^X 
-NX 6 S(0) 2 X 12 , -NX 6 CONX 11 X 1 

thiazolyl and tetrazolyl, provided that if A 1 is optionally substituted with 



methylenedioxy then it can on 
where X 11 is hydrogen 
the optionally 
optionally inde 
(d-C 6 )alkoxyca 
groups, 1 to 3 

groups or 1 to Slfd-dOalko)^ grou 
X 12 is hydrogen, (d-cl)alkyl, phe 
thienyl, provided that wnen X 12 is 
optionally substituted wijth one t 



,11 v 12 



-S(0) 2 NX 11 X 12 , 



-NX 6 S(0) 2 NX 11 X 12 , 



NX 6 C(0)X 12 , imidazolyl, 



f be substituted with one methylenedioxy; 
or optionally substituted (C 1 -C 6 )alkyl; 
substituted (d-C 6 )alkyl defined for X 11 is 
endently substituted with phenyl, phenoxy, 
tionyl, -SCO^Wd^peJalkyl, 1 to 5 halo 
hydroxy groups, 1 \to 3 (d-C 10 )alkanoyloxy 



thiaj 
hyd? 



selected from the group 
CF 3 ; 

orX 11 and X 12 are taken 
L 1 is C(X 2 )(X 2 ), O 



SUb: 



consisting ©f CI, F, 



U imidazolyl, furyl or 
>gen, the X 12 group is 
[tituents independently 
l 3 , OCH 3 , OCF 3 and 



ogether to form -(CH 2 )r-L 1 -(CH 2 ) r -; 
S(Q) m or N(X 2 ); 



25 r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (C1 



C 6 )alkyl or optionally substituted (C 3 -C 7 



cycloalkyl, where the optionally substituted 



(C 1 -C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X are 



optionally independently substituted with 
30 groups or 1-3 OX 3 groups; 

X 3 for each occurrence is independently 



-SCOUd-COalkyl, -C(Q)OX 3 , 1 to 5 halo 



lydrogen or (d-CeJalkyl; 
X 6 for each occurrence is independently hydrogen, optionally substituted (d- 
C 6 )alkyl, (C 2 -C 6 )halogenated alkyl, optioffially substituted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )- 
halogenated cycloalkyl, where optionalW substituted (d-C 6 )alkyl and optionally 



# 
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substituted (C 3 -C 7 )cycloalkyI in the definiton of X is optionally independently 
mono- or di-substituted with (C 1 -C 4 )alkyl, hycroxy, (C-rC^alkoxy, carboxyl, CONH 2) 
-SCO^CCi-CeJalkyl, carboxylate (C 1 -C 4 )alkyl € ster or 1H-tetrazol-5-yl; or 
when there are two X 6 groups on one aton and both X 6 are independently (Ci- 



C 6 )alkyl, the two (Ci-Cejalkyl groups may be 



optionally joined and, together with the 



Jly 



attached to C(O) or S(0) 2 in the form 



ch r in the definition -(CH 2 ) r -L-(CH 2 )r- is 




substituted with hydroxy; 



atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 as a r ng member; 

X 7 is hydrogen or (Ci-CeJalkyl option 
m for each occurrence is independently 0, 1 Jbr 2; 
with the provisos that: 

1) X 6 and X 12 cannot be hydrogen when 
C(0)X 6 , C(0)X 12 , S(0) 2 X 6 or S(0) 2 X 12 ; and 

2) when R 6 is a bond then L is N(X 2 ) and ee 
independently 2 or 3. 

22. A method of claim 21 whereift 



of Formula l-A 




a racemic-diastereomeric mixture or an optical isomer of said compound or a 
pharmaceutically-acceptable salt or a prodrug thereof, or a tautomer thereof, 
wherein 
f is 0; 

n is 0 and w is 2, or n is 1 and w is 1 , or n is 
Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -jCH 2 ) q N(X 6 )C(0)(CH 2 ) r A 1 , 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) t -A 1 , -(CH 2 ) q N(X 6 )S0 2 X 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X f 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) p C(0)0(CH 2 ) r A 1 , -(C 



and w is 0; 



, -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
)(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 , 
H 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 



-(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(<:H 2 ) t -A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 



-(CH 2 ) q C(0)X 6 , -(CH 2 ) p C(0)(CH 2 ) r A 1 , -(CH 2 ) 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X 6 , - 



-((VC^alkyl, -(CH 2 ) r A 1 , -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(C 1 -C 6 )alkyl 



N(X 6 )C(0)OX 6 , 
CH 2 ) q S(0) m (CH 2 ) t -A 1 , 
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-(CHzVY^ChyrA 1 oA -(CH2) q -Y 1 -(CH 2 ),-(C3-C7)cycloalkyl; 

where the alky] and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (C 1 -C 4 )alkyl, hydroxyl, (C,-C 4 )alkoxy, carboxyl, -CONH 2 , 
-S(0) m (C 1 -C 6 )Jilkyl, -C0 2 (C 1 -C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 
fluoro; 

Y 1 is O, S(0) m ,\-C(0)NX 6 -, -CH=CH-, -C=C-, -N(X 6 )C(0)-, -C(0)0-, 
-OC(0)N(X 6 )- or -OC(O)-; 
q is 0, 1, 2, 3 or 4; 
t is 0, 1 , 2 or 3; 

said (CH 2 ) q gro up and (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-a)alkoxy, carboxyl, -CONH 2 , -S(0) m (Ci-C6)alkyl, 
-C0 2 (C 1 -C 4 )alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (C r 
C 4 )alkyl; 

alkyl, -(Co-C^alkll-(C 3 -C 8 )cycloalkyl, -(d-C 4 )alkyl-A 1 or A 1 ; 
groups and fthe < ycloalkyl groups in the definition of R 2 are 
(ydipKytr-C(O)OX 6 , -C(0)N(X 6 )(X 6 ), 

, -3(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1, 2 or 3 

(d-CeJalkyl-A 1 , -(C 1 -C 6 )alkyl-(C 3 -C 7 )cycloalkyl I 
-(C 1 -C 5 )alkyl-X 1 -(C 1 -C 5 ) alkyl, -(d-C 5 )alkylO< 1 -(Co-d)alkyl-A 1 or 
-(d-CsJalkyl-X'^d-CsJalkyl-fCs-CrJcycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with, 
-S(0) m (d-C 6 )akyl, -C(0)OX 3 , 1, 2, 3, 4 or 5 halogens, or 1, 2 or 3 OX 3 ; 



R is hydrogen, (d-C 8 

where the alkyl 

optionally substituted with 

-N(X 6 )(X 6 ), -S(q) m (d-G 

halogen; 
R 3 is A 1 , (d-do)alkyl, - 



X 1 is O, S(0) m , 



R 4 is hydrogen, (d-C 6 felkyl or (C 3 -C 7 )cycloalkyl; 



X 4 is hydrogen or (d*4 
to which X 4 is attached 



to seven membered ring; 



N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 



N(X 2 )C(0)0-, -0C(O)N(X 2 )- or -C^C-; 



6 )alkyl or X is taken together with R and the nitrogen atom 
and the carbon atom to which R 4 is attached and form a five 



,5a 



\/ 

R° is a bond or is " " ( CH 2)a (CH 2 ) b - 

where a and b arte independently 0, 1 , 2 or 3; 



\ 
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X 5 and 



X 5a are each independently selected from the group consisting of 



hydrogen, trifluoromethyl, A 1 and optionally substituted (Ci-C 6 )alkyl; 

w\e optionally substituted (C 1 -C 6 )alkyl in the definition of X 5 and X 5a is 
optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -SfOUd-CeJalkyl, -C(0)OX 2 , 
3 -C 7 )cyc!oalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
dependency hydrogen or optionally substituted (Ci-C 6 )alkyl; 



R 7 and R 8 are in 



where th€ optionally substituted (d-CeJalkyl in the definition of R 7 and R 8 is 
optionally independently substituted with A 1 , -C(0)0-(Ci-C 6 )alkyl, 
-S(0) m (C -C 6 )alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(C 1 - 
C 10 )alkyl/or 1 to 3 (d-CeJalkoxy; or 
R 7 and R 8 can We taken together to form -(CH 2 )r-L-(CH 2 )r-; 

where li is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 
A 1 in the defin tion of R 1 is a partially saturated, fully saturated or fully unsaturated 
4- to 8-membfcred ring optionally havinal to 4 heteroatoms independently selected 



from the groi p consisting of oxygeoff sul 



consisting* of 
membered rir 
consisting of 
saturated or 



a partially saturated/ fully 



ur and nitrogen, a bicyclic ring system 
unsaturated or fully saturated 5- or 6- 



, having 1 to 4 he 



roatoms . independently selected from the group 
d oxygen, fysed to a partially saturated, fully 



mbered ring, optionally having 1 to 4 
the group consisting of nitrogen, sulfur 

is independently (C 5 -C 7 )cycloalkenyl, 



nitrogen, sulfur aj 
ully unsaturated 
heteroatoms independently sele^jtecTfrom 
and oxygen; 

A 1 in the defir ition of R 2 , R 3 , R, R 7 and 
phenyl or a martially saturated, fully saturated or fully unsaturated 4- to 8- 
membered ring optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of oxygen, sulfur and nitrogen, a bicyclic ring system 
consisting of a partially saturated, fully unsaturated or fully saturated 5- or 6- 
membered ring A optionally having 1 to 4 heteroatoms independently selected from 
the group consisting of nitrogen, sulfur and oxygen, fused to a partially saturated, 
fully saturated onfully unsaturated 5- or 6- membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

A 1 for eac^i occurrence is independently optionally substituted, in one or 
optionally Aoth rings if A 1 is a bicyclic ring system, with up to three 
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substituents, eafch substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -t(0)OX 6 , oxo, (d-C 6 )alkyl, nitro, cyano, benzyl, 
-S(0) m (C 1 -C 6 )alkvl, 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 



-N(X e )S0 2 -phenyl,\-N(X 6 )S0 2 X 6 , -CONX 11 X 12 , -S0 2 NX 11 X 12 , 



-NX 6 S0 2 X 



12 



11 w12 



-NXXONX ni X 



JX 6 S0 2 NX 11 X 12 , 



-NX 6 C(0)X 12 , imidazolyl, thiazolyl or 



tetrazolyl, providedlthat if A 1 is optionally substituted with methylenedioxy 

then it can only be substituted with one methylenedioxy; 

where X 11 is lydrogen or optionally substituted (d-C 6 )alkyl; 

the optionally substituted (d-C 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, 
(d-d)alkoxycarbonyl, -S(0) m (C 1 -C 6 )alkyl 1 to 5 halogens, 1 
to 3 hydroxy, 1 to 3 (C 1 -C 10 )alkanoyloxy or 1 to 3 (d- 
C 6 )alkoxy; 



X 12 is hydrogen, (d-C 6 ) 



\ 

thienyl, provided that wl 
substituted with one 



from the group 
or X 11 and X 12 



where 

r for each occurrence is inde 




I, phenyl, thiazolyl, imidazolyl, furyl or 
hydrogen, X 12 is optionally 
substituents independently selected 
consigting/ot Cl,\F, CH 3) OCH 3 , OCF 3 and CF 3 ; 
are taken Jfogether to form -(CH 2 ) r -L 1 -(CH 2 ) r ; 
. 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
ndently 1, 2 or 3; 



X 2 for each occurrence is independently hydrogen, optionally substituted (C r 
C 6 )alkyl, or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted 
(d-C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -S(0) m (d-C 6 )alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (d-C 6 )alkyl; 
X 6 is independently hydrogen, optionally substituted (d-C 6 )alkyl, (C 2 - 
C 6 )halogenated alkyl, optionally substituted (C 3 -C 7 )cycloalkyl, (d-C 7 )- 
halogenatedcycloalkyl, where optionally substituted (d-C 6 )alkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl j n {the definition of X 6 is optionally independently 
substituted by 1 or 2 (d-d)alltyl, hydroxy!, (d-d)alkoxy, carboxyl, CONH 2 , - 
S(0) m (C 1 -C 6 )alkyl, carboxylate (cAd)alkyl ester, or 1H-tetrazol-5-yl; or 
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when there are two X 6 groups on one atom and both X 6 are independently (CV 
C 6 )alkyl, the two (Ci-CeJalkyl groups may be optionally joined and, together with the 
atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen^sulfur or NX 7 ; 

X 7 is hydrogen or (C 1 -C 6 )alkyl optionally substituted with hydroxyl; and 
m for each occurrence is hdependently 0, 1 or 2; 
with the proviso that: 

X 6 and X 12 cannot be hydlrogen when it is attached to C(O) or S0 2 in the form 



C(0)X°, C(0)X^, S0 2 X° o* S0 2 X 12 ; and 
10 when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 ) r -L-(CH 2 ) r - is 



independently 2 or 3. 

23. A method ol 
(R)-benzyl-2-methyl-3-oxo 



claim 22 wherein the compound is 2-amino-N-(2-(3a- 
2 t 3,3a,4,6,7-hexahydro-pyrazolo-[4,3-c]pyridin-5-yl)-1- 



(R)-benzyloxymethyl-2-oxc -ethyl)-isobutyramjde, 



pharmaceutically acceptab 
24. A method o 
(R)-benzyl-2-methyl-3-oxo 
(R)-benzyloxymethyl-2-oxo 



a prodrug thereof or a 



e salt of said compound or sgid prodrug, 
claim 23 wherepjbe" compound is 2-amino-N-[2-(3a- 
-2,3 ( 3a J 4 £ ©T^exahydrfc-pyrazolo[4,3-c]pyridin-5-yl)-1- 
^ethyl]-isobutyraTJide, tartrate. 

25. A method oft claim 22 whePein the compound is 2-amino-N-(1-(R)- 
(2,4-difluoro-benzyloxymethil)-2-oxo-2-(3-oxo-3a-(R)-pyridin-2-ylmethyl-2-(2,2,2- 
trifluoro-ethyl)-2,3,3a,4,6J-hexahydro-pyrazolo-[4,3-c]pyridin-5-yl)-ethyl)- 
propionamide, a prodrug thereof or a pharmaceutically acceptable salt of said 
compound or said prodrug. I 

26. A method of claim 25 wherein the compound is the (L)-(+)-tartaric 
acid salt of 2-amino-N-(1r(R)-fl2,4-difIuoro-benzyloxymethyl)-2-oxo-2-(3-oxo-3a-(R)- 
pyridin-2-ylmethyl-2-(2,2,2-trifl^^ 
c]pyridin-5-yl)-ethyl)-2-methyl-propionamide. 

27. A method of claim 21 wherein the compound is 2-amino-N-{1(R)- 
benzyloxymethyl-2-[1 ) 3-dioxo-8i(S)-pyridin-2-ylmethyl-2-(2,2,2-trifluoro-e^^ 
hexahydro-imidazotl^-alpyrazirYZ-yll^-oxo-ethylJ^-methyl-propionamide, a 
prodrug thereof or a pharmaceutpally acceptable salt of said compound or said 
prodrug. 

28. A method of claim 27 wherein the compound is the (L)-(+)-tartaric 
acid salt of 2-amino-N-(1(R)-benz^oxymethyl-2-(1 ,3-dioxo-8a(S)-pyridin-2-ylmethyl- 
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A 



2-(2,2,2-trifluoro-ethyl)-he^ 
methyl-propionamide. 

29. A method of claim 21 wherein the eating disorder is anorexia 



nervosa. 

30. 
31. 



A method of claim 21 wherein the patient is a human. 



A method of claim 30 wherein the human is elderly, acutely ill, 
chronically ill, immunocompromised, immunosuppressed or receiving cancer 
chemotherapy. \ / 

32. A method of claim 21 which further comprises administering 
recombinant growth hornone or a growth hormone secretagogue selected from the 
group consisting of GHRP-6, GHRP-1y^3H^P-2, hexarelin, growth hormone 
releasing factor, an analog of growthTnormone releasing factor, IGF-I and IGF-II. 

33. A method, of claim 2l|which fiirtljerromprises administering an 
antidepressant, a prodrua thereof ^aT5fiarr|iaceutically acceptable salt of said 
antidepressant or said prodrug/ , / 



34. A method df claim 3 
norepinephrine reuptake inhibitor (i 



wherein said antidepressant is a 
ERI), selective serotonin reuptake inhibitor 



(SSRI), monoamine oxidase inhibitor (MAO), combined NERI/SSRI, or an atypical 
antidepressant, a prodrug of said antidepressant or a pharmaceutically acceptable 
salt of said antidepressant or said prodrug. 

35. A method of claim 34 wherein said antidepressant is a selective 
serotonin reuptake inhibitor (aSRI), a prodrug thereof or a pharmaceutically 
acceptable salt of said SSRI o\ said prodrug. 

36. A method of claim 35,jwHerein said SSRI is citalopram, femoxetine, 
fluoxetine, fluvoxamine, indalpine, indeloxazine, milnacipran, paroxetine, sertraline, 
sibutramine or zimeldine, a prodrug of said SSRI or a pharmaceutically acceptable 
salt of said SSRI or said prodrug. 

37. A method of claim 3& whpr§in said SSRI is sertraline, a prodrug 
thereof or a pharmaceutically acceptable salt of sertraline or said prodrug. 

38. A method of claim 21^f!ich further comprises administering an 
antiemetic agent, a prodrug thereof or\a pharmaceutically acceptable salt of said 
antiemetic or said prodrug. 
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39. A method of claim 38 wherein the antiemetic agent is meclizine 
hydrochloride, prochlorperazine, promethazine, trimethobenzamide hydrochloride 
or ondansetron hydrochloride. 

40. A method pf claim 21^Ki3T"Tijrther comprises administering an 
antipsychotic agent, a prodrug thereof/of a pharmaceutical^ acceptable salt of said 
antipsychotic agent or said orodrug.^^Jr^^ T 

41. A method of claim 40/wnerein the antipsychotic agent is 
chlorpromazine, haloperidojl clozapine, loxapine, molindone hydrochloride, 
thiothixene, olanzapine, ziprasidone, ziprasidone hydrochloride, prochlorperazine, 
perphenazine, trifluoperazine hydrochloride or risperidone. 



